The purpose of this study was to investigate the association between patients' prognosis and the discrepancy between macroscopic and pathological findings in gastric cancer. Consecutive 900 patients with gastric cancer who underwent resection for gastric cancer, were studied for the discrepancy between naked-eye and pathological findings of gastric cancers and for immunological makers, such as CD3 T, CD4 T cell, CD8 Tcell and immunosuppressive acidic protein (IAP). We demonstrated that patients whose tumors were both macroscopically and histologyically diagnosed early cancers showed significantly lower IAP levels than those whose tumors were macroscopically diagnosed adcanced, but histologyically diagnosed early cancers, and they also had better outcome than the other. In conclusion, surgeons' naked-eye determinations are very important to fight against gastric cancer, especially in patients with well differentiated adenocarcinoma, and moreover, patients who have more immunosuppressive conditions are tend to take misdiagnose.
Introduction
From the clinical viewpoint, a precise diagnosis is needed prior to operation for gastric cancer, since under-or overstaging diagnosis of gastric cancer may lead to treatment failure and impairment of curability and prognosis. Generally, however, there has been a considerable rate of discrepancy between naked eye and microscopical diagnoses of gastric cancer.
The aims of this study were to investigate the association between patients' prognosis and the discrepancy between macroscopic and pathological findings in cases of gastric cancers and to evaluate the clinical meanings of this discrepancy.
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Material and Methods
A group of 900 patients with histologically confirmed adenocarcinoma of the stomach, diagnosed between July 1983 and September 1993 were included in the present analysis. Their ages ranged from 24 to 88 years (median: 59 years), and 71.8% were men.
Macroscopic findings were diagnosed in the present patients by referring to both pre-and peri-operative findings, including information from the frozen sections of lymph nodes and assessment of the resected specimen. Microscopic diagnoses were determined by pathological examination. Microscopic and macroscopic early gastric cancer is defined as gastric cancer whose invasion is limited to the lamina propria or submucosa based on pathological and naked-eye findings, respectively. Pathological diagnoses and classification of resected gastric cancer tissue were carried out according to the general rules for gastric cancer study in surgery and pathology in Japan (Japanese Research Society for Gastric Cancer, 1984).
They were also examined pre and post-operatively for the levels of each of the following immunological markers: immunosuppressive acidic protein (IAP) which is associated with a shorter survival, CD3+ T cells (T lymphocytes), CD4+ T cells (Thelper cells), and CD8+ T cells (T-suppressor cells). The level of IAP, which has a close correlation with alpha-1-acid glycoprotein, was determined using a commercial kit (IP plate; Sanko Junyaku Co., Ltd., Tokyo) (Ogoshi, Tajima et al. 1996; Ogoshi, Kondoh et al. 1983 ). The lymphocyte analysis included measurement of CD3+ cells (T
lymphocytes), CD4+ cells (T-helper cells), and CD8+ cells (T-suppressor cells).
Peripheral-blood samples (20ml) were drawn from each patient into heparinized tubes before the operation. Lymphocytes were separated by Ficoll-hypaque centrifugation.
Immunophenotyping was made by flow cytometry using conjugated antibodies to previously characterized epitopes. The antibodies for identification of lymphocyte subpopulations were OKT4 (CD4+, T-helper cells) and OKT8 (CD8+, T-suppressor cells) (Ortho Diagnostic Systems K., K., Tokyo). Immunofluorescence was examined using a FACScan analyzer (Ortho Diagnostic Systems K., K., Tokyo), and the percentage of lymphocytes staining positively with a particular antibody was recorded. Results were considered significant when the P value was less than 0.05. All statistical analyses were carried out using SPSS 10.0 software (SPSS Inc., Chicago).
Results
Patient characteristics and immunological markers
Of the 900 patients, 508 (56.4%) were clinically classified as having early gastric cancer (E), and 392 (43.6%) as having advanced gastric cancer (AD). Of the p<0.00001, p=0.0002, and p=0.0085, respectively).
Discussion
A precise preoperative diagnosis is important, since it can be useful to determine the choice of surgical technique in cases of gastric cancer and might therefore have consequences regarding the optimal treatment modalities for gastric cancer patients.
We had reported that human leukocyte antigen (HLA) -A2 antigen is associated with resistance to lymph node metastasis in gastric cancer (Ogoshi, Tajima, et al., 1997) In a clinical setting, however, both the depth of cancer invasion and the degree of lymph node metastasis limit the preopeative diagnostic accuracy of endoscopic ultra sonography, (Grimm, Hamper, et al., 1992) , ultra sonography, helical computed tomography scanning, (Fukuya, Honda at al., 1995) nuclear magnetic resonance imaging (Feinmesser, Freemen et al., 1990; Dux, Roeren et al., 1997) , and immunolymphoscintigraphy (Weinstein, Steller et al., 1983; Arnaud, Bergamaschi et al., 1990 ) for determing tumor invasiveness and enlarged lymph nodes, and clinical markers, such as carcinoembryonic antigen (Akahoshi, Misawa et al., 1992; Massari, Cioffi et al., 1996) . Even when lymph node specimens are examined by frozen section, the obtained information is of limited value.
To date, there have been few reports concerning the discrepancy between macroscopic and pathological diagnosis, or on the clinical relevance of this discrepancy. Maehara, Anai, et al. (1992) reported that patients with advanced gastric cancer simulating early cancer showed a better rate of survival than those with Borrmann type cancer in cases of the muscularis propria cancers. Baba, Ohshiro, et al. (1997) macroscopically judged to invade to the lamina propria and submucosa, and also histologically proven to invade to the lamina propria and submucosa showed significantly better survival rates than those whose cancers were macroscopically diagnosed as tumors were macroscopically judged to be early cancers but histologically proven to be advanced cancers had significantly better prognoses than those with macroscopically group. This finding should contribute to an improved understanding of this disease, and possibly to major advances in treatment.
In conclusion, surgeons' naked-eye determinations are very important to fight against gastric cancer, especially in patients with well differentiated adenocarcinoma, and moreover, patients who have more immunosuppressive conditions are tend to take misdiagnose.
